DOCKET NO.: CELL-0289 PATENT 
Application No.: 10/523, 1 1 8 

Preliminary Amendment - First Action Not Yet Received 

This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

1 . (currently amended) A compoimd of formula (I) or a pharmaceutically acceptable salt 
or prodrug thereof: 




(I) 

wherein 

Q is (GHa)„{eH(R^)J^(GHa)^ (CH.WCHfR^UCH.y whefei 
n is 0 or 1 , and; 

m and p are^ independently^ 0, 1 or 2; 

is hydrogen, C\.^ alkyl, C2-6 alkenyl or C3-6 alkynyl; 

is hydrogen, halogen, C1.6 alkyl optionally substituted by hydroxy or C 1.6 alkoxy, 
or phenyl optionally substituted by one or more substituents selected from halogen, C1.6 
alkyl, CF3, OCF3, OR^ CNand methylenedioxo; 

R\R^andR^ are^ independently^ hydrogen, halogen, Ci-6 alkyl optionally substituted 
by hydroxy or Ci-6 alkoxy, CF3, OR^ COR^ NHCOR^ NHC0NHR^NHS02R^ CONHR^ 
CN,S02R^orNR^V^ 

R^ is hydrogen, C2-6 alkenyl, C3-6 alkynyl, Ci-6 alkyl optionally substituted by hydroxy 
or C1.6 alkoxy, aryl or heteroaryl^ wherein the aryl of and heteroaryl groups is are optionally 
substituted by one or more substituents selected from halogen, CF3, OCF3, CN, Ci-6 alkyl, 

Ci-6 alkoxy and methylenedioxo; 
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is C 1-6 alkyl, OR^ or phenyl optionally substituted by one or more substituents 
selected from halogen, CF3, OCF3, CN, Ci^ alkyl, Ci-6 alkoxy and NHCOR^ 

8 

R is C 1-6 alkyl, C2-6 alkenyl^ or C 1-6 alkoxy^, any of which may b e is optionally 
substituted by aryl or heteroaryl, wherein the aryl ep and heteroaryl groups is are optionally 
substituted by one or more substituents selected from halogen, CF3, OCF3, OR^, CN, C1.6 
alkyl, methylenedioxo and NR^^R^^; C3-6 cycloalkyl^ wherein the cvcloalkvl ring may contain 
optionally contains up to two heteroatoms selected from NR^^, S and O; or aryl or heteroaryl^ 
wherein the aryl er and heteroaryl groups is are optionally substituted by one or more . 
substituents selected from halogen, CF3, OCF3, OR^, CN, Ci-6 alkyl, methylenedioxo and 
NR^V^; 

R^ is C 1-6 alkyl, C1.6 alkylphenyl^ or phenyl, wherein the alkyl groups mayb e are 
optionally interrupted by oxygen and wherein the phenyl groups is are optionally substituted 
by one or more substituents selected from halogen, Ci^ alkyl, CF3, OCF3, CN, C1.6 alkoxy 
and methylenedioxo; 

R*^ and R^ ^ are^^ independently^ hydrogen or C1.6 alkyl, or together with the nitrogen 
atom to which they are attached^ form a 5- to 6-membered heterocyclic group which 
optionally contains an additional heteroatom selected from NR*^, O and S; and 

R'^ is hydrogen or C 1.6 alkyl; 
proyided that the compound is not: 

2-[4-[5-(2,4-dichlorophenyl)fiiran-2-yl]-l,3-thiazol-2-yl]acetic acid. 

2. (original) A compound according to claim 1 wherein Q is CH2. 
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3. (currently amended) A compound according to claim 1 wherein is hydrogen 
or halogen. 

4. (currently amended) A compound according to any on e of th e pr e c e ding claimG claim 
i wherein R"* and R^ are^ independently, hydrogen, halogen, Ci.6 alkyl optionally 
substituted by hydroxyl or Ci-6 alkoxy, CF3, OR^ NHCOR^ or CONHR^ wherein at least one 
of R^, R"* and R^ is other than hydrogen. 

5. (currently amended) A compound according to any one of th e pr e c e ding claims claim 
4 wherein one of R^ and R"^ is NHCOR^ and the other is hydrogen or halogen^ and R^ is 
hydrogen. 

6. (currently amended) A compound according to any on e of th e pr e c e ding claims claim 
i wherein R^ is C1.6 alkyl, C2-6 alkenyl^ or C 1-6 alkoxy^ any of which mayb e is optionally 
substituted by phenyl^ wherein the phenyl is optionally substituted by one or more 
substituents selected from halogen, CF3, OCF3, OR^, CN, Ci-6 alkyl, methylenedioxo and 
NR^^^ ^; C3-6 cycloalkyl^ wherein the cvcloalkvl ring may contain o ptionally contains up to 
two heteroatoms selected from NR^^, S and O; phenyl optionally substituted by one or more 
substituents selected from halogen, Ci^ alkyl, CF3, OCF3, OR^, CN and methylenedioxo; or a 
5- to 10-membered mono- or bicyclic heteroaryl group containing up one to three 
heteroatoms selected from O, N and which heteroaryl group maybe is optionally 
substituted by C 1-6 alkyl, C1.6 alkoxy or halogen. 
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7, (currently amended) A compound according to claim 6 wherein is Ci-6 alkyl or C2. 
6 alkenyl^ either of which may bo is optionally substituted by phenyl^ wherein the phenyl is 
optionally substituted by one or more substituents selected from halogen, CF3, OCF3, OR^, 
CN, Ci-6 alkyl, methylenedioxo and NR^^R^'; phenyl optionally substituted by one or more 
substituents selected from halogen, Ci-6 alkyl, CF3, OCF3, OR^, CN and methylenedioxo; or a 
5- to 10-membered mono- or bicyclic heteroaryl group containing up one to three 
heteroatoms selected from O, N and which heteroaryl group may bo is optionally 
substituted by Ci^ alkyl, Cue alkoxy or halogen. 



8. (currently amended) A compound according to claim 1 of formula fP ao doooribod in 

any one of Examples 1 to 21 selected from 

2-r4-r5-f2,3-Dichlorophenvnfiiran-2-vn-L3-thiazol-2-vl1aceticacid, 
2-r4-r5-r4-f2-Benzvloxvethvlcarbamovl)phenvnfiiran-2-vl1-L3-thiazol-2-vnacetic 

acid. 

2-r4-r5-r2-Chloro-4-r(2,4-dichlorophenvlcarbonvl)amino1phenvl1furan~2-vn-L3- 
thiazol-2-vnacetic acid, 

2-r4-r5-r2-Chloro-4-r(4-trifluoromethoxvphenvlcarbonvl)amino1phenvl1furan-2-vl1- 
L3-thiazol-2-vl1acetic acid, 

2-r4-r5-r2-Chloro-4-r3-(4-bromo)phenvlacrvlovlamino1phenvl1ftu:an-2-vn-1.3- 
thiazol-2-vnacetic acid, 

2-r4-r5-r2-Chloro-4-r3-(2.4-dichloro)phenvlacrvlovlamino1phenvl1furan-2-vl1>l,3- 
thiazol-2-vl1acetic acid. 

2-r4-r5-r2-Chloro-4-r3-(3.5-bistrifluoromethvnphenvlacrvlovlamino1phenvnftiran-2- 
vn-1.3-thiazol-2-vl1acetic acid. 
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2-r4-r5-r2-Chloro-4-f3-phenvlacrvlovlamino)Dhenvl1furan-2 
vll acetic acid, 

2-r4-r5-r2-Chloro-4-rf4-trifluoromethoxvphenvlcarbonvnamino1phenvl1fiu^ 
L3-thiazoI-2-vnacetic acid, 

2-r4-r5-r2-Chloro-4-f2-methvl-3-phenvlacrvlovlamino)phenvl1furan-2-vl^ 
tliiazol-2 -vll acetic acid, 

2-r4-r5-r2-CMoro-4-rn)enzotMophene-2-carbonvl)amino1phenvl1fiu:an-2-vn-K 
thiazol-2- vll acetic acid, 

2-r4-r5-r2-Chloro-4-r(6-chloro-4H-chromene-3-carbonvnamino1phenvl1fura^^ 
L3-thiazol-2-vnacetic acid, 

2-r4-r5-r2-Chloro>4-r(4-chlorophenvlcarbonvnamino1phenYllfuran-2-Yl1-l,3-tM 
2-vl1 acetic acid, 

2-r4-r5-r2~Chioro-4-r(4-bromophenvlcarbonvl)amino1phenvl1furan-2-vl1~l,3-thiazol- 
2- vll acetic acid, 

2-r4-r5-r2-Chloro-4-rn,4-methvlenedioxophenvlcarbonvnamino1phenvl1furan-2-vl^ 
l,3-thiazol-2-vnacetic acid, 

2-r4-r5-r2-ChlQro-4-r(3-chlorophenvlcarbQnvnaminolphenvl1furan-2-vl1-l,3-thiazol- 
2-vl1 acetic acid, 

2-r4-r5-r2-Chloro-4-r(5-bromopvrindine-3-carbonvnamino1phenvl1furan-2-vl1-l,3- 
thiazoI-2-vl1 acetic acid, 

2-r4-r5-r2-Chloro-4-rn,4-dichlorophenvlcarbonvi^amino1phenvi1furan"2-vl1-l,3- 
thiazol-2- vll acetic acid, 

2-r4-r5-r2-Chloro-4-r(3-trifluoromethvl-4-fluorophenvlcarbonvnamino1phenyl1furan 
2~vn-l .3-thiazol-2'vnacetic acid. 
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2-r4-r5-r2-C hloro-4'rf3-cvanoDhenvlcarbonvnamino1phenvl1furan-2-Yl^ 
2- vl1 acetic acid, 

2-r4"r5-r2-CMoro-4-rf3-methoxvDhenvlcarbonvnamino1phenvl1furan-^ 
thiazol-2-vnacetic acid, 

2-r4-r5-r2-Chloro-4-r(4-trifluoromethoxvDhenvlcarbonvnamiiio1phenvl1fi^ 
l,3-thiazol-2-vl1acetic acid, 

2-r4-r5-r2-Chloro-4-r(furan-2-carbonvl)amino1phenvI1fliran-2-vn 

vHacetic acid, and 

2-r4-r5-r2-Chloro-4-r3-(4"methoxv)phenvlacrvlovlamino1phenvl1furan~2-v^ 
thiazol-2-vn acetic acid, 

or a pharmaceutically acceptable salt or prodrug thereof. 

9. (currently amended) A compound according to claim 1 selected from: 

2-[4-[5-[2-Chloro-4-[(2,4-dichlorophenylcarbonyl)amino]phenyl]furan-2-yl]-l,3- 
thiazol-2-yl] acetic acid, 

2-[4-[5-[2-Chloro-4-[3-(4-bromo)phenylacryloylamino]phenyl]furan-2-yl]-l,3- 
thiazol-2-yl] acetic acid, 

244-[5-[2-Chloro-4-[3-(2,4-dichloro)phenylacryloylamino]phenyl]furan-2-yl]-l,3- 
thiazol-2-yl] acetic acid, 

2-[4-[5-[2-Chloro-4-[3-(3,5-ditrifluoromethyl)phenylacryloylamino]phenyl]furan-2- 
yl]-l,3-thiazol-2-yl]acetic acid, 

2-[4-[5-[2-Chloro-4-(3-phenylacryloylamino)phenyl]furan-2-yl]-l,3-thiazol-2- 
yl]acetic acid. 
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2-[4-[5-[2-Chloro-4-[(4-trifluoromethoxyphenylcarbonyl)amino]phenyl]f^ 

l,3-thiazol-2-yl]acetic acid, 

2-[4-[5-[2-Chloro-4-[(benzotWophene-2-carbonyl)amino]phenyl]furan-2-yl]- 
thiazol-2-yl] acetic acid, 

2- [4- [5 - [2-Chloro-4- [(6-chloro-4H-chromene-3 -carbonyl)amino]phenyl] furan-2-yl] - 
l,3-thiazol-2-yl]acetic acid, 

2-[4-[5-[2-Chloro-4-[(3,4-dichlorophenylcarbonyl)amino]phenyl]furan-2-yl]- 1 ,3- 
thiazol-2-yl] acetic acid, 

2-[4-[5-[2-Chloro-4-[(3-methoxyphenylcarbonyl)amino]phenyl]furan-2-yl^ 
thiazol-2-yl] acetic acid, and 

2-[4-[5-[2-Chloro-4-[(4-trifluoromethoxyphenylcarbonyl)amino]phenyl]fi^ 

I, 3-thiazol-2-yl]acetic acid, 

afid or a pharmaceutically acceptable s^ts sdt afid prodrugs or prodrug thereof. 
10. (canceled) 

I I . (currently amended) A process for the preparation of a compound according to-Miy 
on e of claimo 1 to 9 claim 1 which comprises: 

reacting a compound of formula (II): 
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(H) 



wh e rein R^ -R^R^'^aidj^ ^ ar e as dofinod in claim 1, with a compoxind of formula (III) 



S O 




or'' 



(III) 



wherein Q is ao defin e d in claim 1 and R"^ is H, Ci-e alkyl or a suitabl e protecting 
group; optionally followe d, wher e required, by deprotection of the group OR"^^ to give the 
corresponding carboxyhc acid. 

12. (currently amended) A process for the preparation of a compoimd according to-any 
on e of olaimo 1 to 9 claim 1 wherein one or more of R^, R"^ and R^ is NHCOR^ which 
comprises: 

reacting a compound of formula (VIII): 



wherein one or more of R^, R"^ and R^ is NH2, R ^and Q ar e ao defin e d in claim 1 and 
R^ is ao d e fined in claim 1 1 H, Ci-r. alkvl or a protecting group, with a compoxmd of formula 




(vni) 



(IX): 
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OH 



(IX) 



wh e rein R is ao defin e d in claim 1, in an amide bond fomiation reaction. 

13. (currently amended) A pharmaceutical formulatie a composition comprising a 
compound according to any on e of olaimo 1 to 9, without provioo i), formula (I) or a 
pharmaceuticallv acceptable salt or prodrug thereof: 



O is (CH.)n.(CH(R^))„(CH.-)^ ,: 
n is 0 or 1: 

m and v are, independently. 0, 1 or 2; 

is hydrogen, Ci-^ alkvL Ct-^ alkenvl or Cr^ alkvnvl: 

R^ is hydrogen, halogen, Cu^ alkyl optionally substituted by hydroxy or Ci^ alkoxy, 
or phenyl optionally substituted by one or more substituents selected fi:om halogen. Cu^ 
alkyL CF^, OCF^. OR^. CNand methylenedioxo: 

R^R^andR^ are, independently, hydrogen, halogen. alkvl optionally substituted 
by hydroxy or Ci^ alkoxv. CFv OR^ C0R\ ^lHCOR^ NHCONHR^ NHS02R^ CO^IHR^ 
CN. SO,R^orNR'"R": 




wherein 
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is hydroge n, Cr^ alkenvl Cr^ alkvnvL Ci.^ alkvl optionally substituted by hydroxy 
or Cuj^ alkoxy, aryl or heteroaryL wherein the aryl and heteroaryl groups are optionally 
substituted by one or more substituents selected from halogen, CF^, OCF^, CN, Cr,^ alkyL 

Ci-6 alkoxy and methylenedioxo: 

R^ is Cuft alkyL OR^ or phenyl optionally substituted by one or more substituents 
selected from halogen. CF^, OCF^, CN, Ci.^ alkyL C ur > alkoxy and NHCOR^: 

8 

R is Cufi alkyL Co^ alkenyL or Ci^ alkoxy, any of which is optionally substituted by 
aryl or heteroaryL wherein the aryl and heteroaryl groups are optionally substituted by one or 
more substituents selected from halogen, CF^, OCF^, OR^, CN, Cu^ alkyl, methylenedioxo 
and NR'^R^^ cycloalkyl, wherein the cycloalkyl ring optionally contains up to two 
heteroatoms selected from NR^^, S and O; or aryl or heteroaryL wherein the aryl and 
heteroaryl groups are optionally substituted by one or more substituents selected from 
halogen, CF., OCF.. OR^ CN, d,^ alkyl, methylenedioxo and NR^^^^ 

R^is Cu^ alkyl, Cu^ alkylphenyl, or phenyl, wherein the alkyl groups are optionally 
interrupted by oxygen and wherein the phenyl groups are optionally substituted by one or 
more substituents selected from halogen, Cr^ alkyl, CF^, OCFi^, CN, C t- 6 alkoxy and 
methylenedioxo: 

R^^andR^^ are, independently, hydrogen orC\^ alkyl, or together with the nitrogen 
atom to which they are attached, form a 5- to 6-membered heterocyclic group which 
optionally contains an additional heteroatom selected from NR^^, O and S: and 

R^^ is hydrogen or Ci-^ alkyl: 
together with a pharmaceutically acceptable carrier or excipient. 
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18. (currently amended) A compovind of formula (II) 




whereinrR^rJ^^rj^' ^ and ar e ao d e fin e d in claim 1 

is hydrogen, halogen, Cj^ alkvl optionally substituted by hydroxy or Cu^ alkoxv. 
or phenyl optionally substituted by one or more substituents selected jfrom halogen. Cu^ 
alkyl. CF^, OCF^. OR^, CNand methylenedioxo: 

R^. R"^ and R^ are, independently, hydrogen, halogen. Cu^ alkyl optionally substituted 
by hydroxy or alkoxv, CF^. OR^ COR^. NHCOR^ NHCONHRInHSO^rI CONHR^ 
CN. SO^R^ orNR^V^: 

R^ is hydrogen, C^-^ alkenyl. C^.^ alkynyl. Cu^ alkyl optionally substituted by hydroxy 
or Ci-^ alkoxy, aryl or heteroarvL wherein the aryl and heteroaryl groups are optionally 
substituted by one or more substituents selected firom halogen. CF^, OCF^, CN, Cu6 alkyl, 

Ci-rt alkoxy and methylenedioxo: 

R^ is alkyl, OR^ or phenyl optionally substituted by one or more substituents 
selected firom halogen. CF^. OCFi, CN. Ci-r. alkyl. Ci-^ alkoxy and NHCOR^: 
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R is Ci^ alkvK Cr^ alkenvL or Cu^ alkoxv, any of which is optionally substituted by 
aryl or heteroarvL wherein the aryl and heteroaryl groups are optionally substituted by one or 
more substituents selected from halogen, CF^, OCF^, OR^, CN, Ci-^ alkyl. methylenedioxo 
and NR^^R^^: C^.f^ cycloalkyL wherein the cycloalkyl ring optionally contains up to two 
heteroatoms selected from NR^^, S and O: or aryl or heteroaryl, wherein the aryl and 
heteroaryl groups are optionally substituted by one or more substituents selected from 
halogen. CF^. OCF^, OR^, CK alkyL methylenedioxo and NR^^R^ ^: 

R^ is Ck^ alkyl, Cu^ alkylphenyK or phenyl, wherein the alkyl groups are optionally 
interrupted by oxygen and wherein the phenyl groups are optionally substituted by one or 
more substituents selected from halogen, Cu^ alkyl, CF^. OCFi, CN, Ct-^ alkoxy and 
methylenedioxo: 

R^^andR^^ are, independently, hydrogen or C t- ^ alkyl, or together with the nitrogen 
atom to which they are attached, fomi a 5- to 6-membered heterocyclic group which 
optionally contains an additional heteroatom selected from NR^^, O and S: and 

R^^ is hydrogen or Ci-^ alkyl . 
19. (currently amended) A compound of formula (X): 




(X) 



wherein Q andR ar e og d e fined in claim 1, 
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Ois(CH.WCHfR^V(CH.V : 
n is 0 or 1; 

m and p are, independently, 0, 1 or 2; 

is hydrogen, Ci-f; alkvK Ct-^ alkenvl or Ci-^ alkvnvl; 

is hydrogen, halogen, Cu^ alkyl optionally substituted by hydroxy or Ci-^ alkoxy, 
or phenyl optionally substituted by one or more substituents selected from halogen. Cur^ 
alkyl, CF^, QCF^, OR^, CN and methylenedioxo: 

R^ is hydrogen, Ct^ alkenyl, Cr^ alkynyl, Cv^ alkyl optionally substituted by hydroxy 
or Cufi alkoxy, aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally 
substituted by one or more substituents selected from halogen, CF^, OCFj^, CN, Ci-^ alkyl. Gi- 
ft alkoxy and methylenedioxo: 

R^ is OS d e fin e d in claim 1 1 H, C u ^ alkvL or a protecting group ; 

R^ R^ and R^ are, independently, hydrogen, halogen. Cua alkvl optionally substituted 
bv hydroxy or Ci.^ alkoxy. CF^. OR^ CORI NHCORI NHCONHRINHSQ^rI CONHR^ 
CN.SO^R^orNR'°R": 

R' is Ci-ft alkyl, OR^ or phenyl optionally substituted by one or more substituents 
selected from halogen, CF^^, OCF^^, CN, Ci-^ alkyl, Ci, / ; alkoxy and NHCOR^ 

R^ is Cuft alkyl, C^-^ alkenyl, or Cu^ alkoxy, any of which is optionally substituted by 
aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally substituted by one or 
more substituents selected from halogen, CF^. OCF^, OR^, CN, Ck^ alkyl, methylenedioxo 
and NR'^R^ C^-fi cycloalkyl, wherein the cycloalkyl ring optionally contains up to two 
heteroatoms selected from NR^^, S and O; or aryl or heteroaryl, wherein the aryl and 
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heteroarvl groups are optionally substituted by one or more substituents selected from 
halogen, CF.. OCF., OR^. CN, Ci^ alkvh methylenedioxo and NR^^R^ ^: 

R^ is Cr^ alkyh Ci^ alkylphenyl or phenyl, wherein the alkyl groups are optionally 
interrupted by oxygen and wherein the phenyl groups are optionally substituted by one or 
more substituents selected from halogen, Cr^ alkyl CF^, OCFi, CN, Ck^ alkoxy and 
methylenedioxo: 

R^^ and R^ ^ are, independently, hydrogen or Cr^ alkyL or together with the nitrogen 
atom to which they are attached, form a 5- to 6-membered heterocyclic group which 
optionally contains an additional heteroatom selected from NR^^, O and S: and 

R^^ is hydrogen or Cii-fi alkyl : 

provided that at least one of R-^, R"^ and R^ is NO2 and th e r e mainder are as defined in 
claim 1 . 

20. (new) A method for inhibiting heparanase activity in a patient suffering from a 
disease or disorder in which heparanase activity plays a role, comprising administering to the 
patient a pharmaceutically effective amoimt of a compound of formula I or a 
pharmaceutically acceptable salt of prodrug thereof: 




wherein 
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Q is (CH2UCH(R^))n(CH2)p; 
n is 0 or 1; 

m and p are, independently, 0, 1 or 2; 

is hydrogen, Ci-6 alkyl, C2-6 alkenyl or C3.6 alkynyl; 

is hydrogen, halogen, C1.6 alkyl optionally substituted by hydroxy or C 1.6 alkoxy, 
or phenyl optionally substituted by one or more substituents selected from halogen, Ci-6 
alkyl, CF3, OCF3, OR^, CNand methylenedioxo; 

R^R'^andR^ are, independently, hydrogen, halogen, C1.6 alkyl optionally substituted 
by hydroxy or C1.6 alkoxy, CF3, OR^ COR^ NHCOR^ NHCONHR^ NHS02R^ CONHR^ 
CN, S02R^orNR^V^ 

R^ is hydrogen, C2-6 alkenyl, €3^ alkynyl, C1.6 alkyl optionally substituted by hydroxy 
or C 1-6 alkoxy, aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally 
substituted by one or more substituents selected from halogen, CF3, OCF3, CN, C1.6 alkyl, Ci- 
6 alkoxy and methylenedioxo; 

is Ci^ alkyl, OR^ or phenyl optionally substituted by one or more substituents 
selected from halogen, CF3, OCF3, CN, Ci^ alkyl, Ci^ alkoxy and NHCOR^; 

o 

R is Ci^ alkyl, C2-6 alkenyl, or Ci-6 alkoxy, any of which is optionally substituted by 
aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally substituted by one or 
more substituents selected from halogen, CF3, OCF3, OR^, CN, Ci^ alkyl, methylenedioxo 
and NR*°R* C3.6 cycloalkyl, wherein the cycloalkyl ring optionally contains up to two 
heteroatoms selected from NR*^, S and O; or aryl or heteroaryl, wherein the aryl and 
heteroaryl groups are optionally substituted by one or more substituents selected from 
halogen, CF3, OCF3, OR^, CN, C1.6 alkyl, methylenedioxo and NR^^R^ ^ 
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R^is Ci.6 alkyl, Ci.6 alkylphenyl, or phenyl, wherein the alkyl groups are optionally 
interrupted by oxygen and wherein the phenyl groups are optionally substituted by one or 
more substituents selected from halogen, Ci.6 alkyl, CF3, OCF3, CN, C1.6 alkoxy and 
methylenedioxo ; 

R^^andR^^ are, independently, hydrogen or Ci-e alkyl, or together with the nitrogen 
atom to which they are attached, form a 5- to 6-membered heterocyclic group which 
optionally contains an additional heteroatom selected from NR^^, O and S; and 

R^^ is hydrogen or Ci^ alkyl. 



2 1 . (new) A method for the treatment of cancer comprising administering to a patient 
suffering from cancer a pharmaceutically effective amount of a compound of formula I or a 
pharmaceutically acceptable salt or prodmg thereof: 




(I) 

wherein 

Q is (CH2UCH(R*))n(CH2)p; 
n is 0 or 1 ; 

m and p are, independently, 0, 1 or 2; 

R^ is hydrogen, Ci-6 alkyl, €2^ alkenyl or C3.6 alkynyl; 

R^ is hydrogen, halogen, Ci-e alkyl optionally substituted by hydroxy or Cu6 alkoxy, 
or phenyl optionally substituted by one or more substituents selected from halogen, C|.6 
alkyl, CF3, OCF3, OR^, CNand methylenedioxo; 
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R^, R"^ and R^ are, independently, hydrogen, halogen, Ci.6 alkyl optionally substituted 
by hydroxy or Ci-6 alkoxy, CF3, OR^ COR^ NHCOR^ NHCONHR^ NHS02R^ CONHR^ 
CN, S02R^orNR*^^^; 

R^ is hydrogen, C2-6 alkenyl, C3-6 alkynyl, C1.6 alkyl optionally substituted by hydroxy 
or Ci^ alkoxy, aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally 
substituted by one or more substituents selected from halogen, CF3, OCF3, CN, Ci-6 alkyl, Ci- 
6 alkoxy and methylenedioxo; 

R^ is C 1-6 alkyl, OR^ or phenyl optionally substituted by one or more substituents 
selected from halogen, CF3, OCF3, CN, Ci-6 alkyl, Ci-a alkoxy and NHCOR^ 

R^ is Ci^ alkyl, C2-6 alkenyl, or Ci-6 alkoxy, any of which is optionally substituted by 
aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally substituted by one or 
more substituents selected from halogen, CF3, OCF3, OR^, CN, Ci-6 alkyl, methylenedioxo 
and NR'^^*; C3.6 cycloalkyl, wherein the cycloalkyl ring optionally contains up to two 
heteroatoms selected from NR^^, S and O; or aryl or heteroaryl, wherein the aryl and 
heteroaryl groups are optionally substituted by one or more substituents selected from 
halogen, CF3, OCF3, OR^ CN, Ci-6 alkyl, methylenedioxo and NR^^^^ 

R^ is C 1-6 alkyl, Ci^ alkylphenyl, or phenyl, wherein the alkyl groups are optionally 
interrupted by oxygen and wherein the phenyl groups are optionally substituted by one or 
more substituents selected from halogen, Ci^ alkyl, CF3, OCF3, CN, Ci-6 alkoxy and 
methylenedioxo; 

R^^ and R^ ^ are, independently, hydrogen or C 1-6 alkyl, or together with the nitrogen 
atom to which they are attached, form a 5- to 6-membered heterocyclic group which 
optionally contains an additional heteroatom selected from NR^^, O and S; and 
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R'^ is hydrogen or Ci-6 alkyl. 



22. (new) The method of claim 21 wherein the cancer is melanoma, lymphoma, 
leukaemia, fibrosarcoma, rhabdomyosarcoma, mastocytoma, colorectal cancer, prostate 
cancer, small cell lung cancer, non-small cell Ixmg cancer, breast cancer, pancreatic cancer, 
renal cancer, liver cancer, gastric cancer, bladder cancer, or ovarian cancer, 

23. (new) A method for the treatment of angiogenesis, angiogenesis dependent diseases, 
inflammatory diseases, autoimmime diseases, or cardiovascular diseases, comprising 
administering to a patient suffering fi*om such a disease or disorder a pharmaceutically 
effective amount of a compound of formula I or a pharmaceutically acceptable salt or prodrug 
thereof: 



n is 0 or 1; 

m and p are, independently, 0, 1 or 2; 

is hydrogen. Cue alkyl, C2-6 alkenyl or C3-6 alkynyl; 

R^ is hydrogen, halogen, Ci-6 alkyl optionally substituted by hydroxy or C 1.6 alkoxy, 
or phenyl optionally substituted by one or more substituents selected fi:-om halogen, Ci_6 
alkyl, CF3, OCF3, OR^, CNand methylenedioxo; 




(I) 



wherein 



Q is (CH2)„(CH(R'))„(CH2)p; 
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R^, R"* and R^ are, independently, hydrogen, halogen, Ci.6 alkyl optionally substituted 
by hydroxy or Ci-6 alkoxy, CF3, OR^ COR^ NHCOR^ NHC0NHR^NHS02R^ CONHR^ 
CN, SOzR^orNR^V^; 

R^ is hydrogen, C2-6 alkenyl, C3-6 alkynyl, C1.6 alkyl optionally substituted by hydroxy 
or C1.6 alkoxy, aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally 
substituted by one or more substituents selected from halogen, CF3, OCF3, CN, Ci-6 alkyl, Ci- 
6 alkoxy and methylenedioxo; 

R is Ci^ alkyl, OR or phenyl optionally substituted by one or more substituents 
selected from halogen, CF3, OCF3, CN, Ci-e alkyl, Ci-6 alkoxy and NHCOR^ 

R is Ci-6 alkyl, C2.6 alkenyl, or Ci_6 alkoxy, any of which is optionally substituted by 
aryl or heteroaryl, wherein the aryl and heteroaryl groups are optionally substituted by one or 
more substituents selected from halogen, CF3, OCF3, OR^, CN, Cue alkyl, methylenedioxo 
and NR*^^^; C3-6 cycloalkyl, wherein the cycloalkyl ring optionally contains up to two 
heteroatoms selected from NR^^, S and O; or aryl or heteroaryl, wherein the aryl and 
heteroaryl groups are optionally substituted by one or more substituents selected from 
halogen, CF3, OCF3, OR^ CN, C,-6 alkyl, methylenedioxo and NR^^*^ 

R^is Ci-6 alkyl, Ci-6 alkylphenyl, or phenyl, wherein the alkyl groups are optionally 
interrupted by oxygen and wherein the phenyl groups are optionally substituted by one or 
more substituents selected from halogen, Ci^ alkyl, CF3, OCF3, CN, Ci-6 alkoxy and 
methylenedioxo; 

R^^ and R^ ^ are, independently, hydrogen or Ci_6 alkyl, or together with the nitrogen 
atom to which they are attached, form a 5- to 6-membered heterocyclic group which 
optionally contains an additional heteroatom selected from NR*^, O and S; and 
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R^^ is hydrogen or Ci-e alkyl. 

24. (new) The method of claim 23 wherein angiogenesis and angiogenesis dependent 
diseases are angiogenesis associated with the growth of soUd tumors or retinopathy. 

25. (new) The method of claim 23 wherein the inflammatory diseases are autoimmune 
disorders selected from the group consisting of rheumatoid arthritis, inflammatory bowel 
disease and wound healing. 

26. (new) The method of claim 23 wherein the autoimmune disease is multiple sclerosis. 

27. (new) The method of claim 23 wherein the cardiovascular diseases are 
thromoembolic disease, arterial thrombosis or restenosis. 
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